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DETAILED ACTION 

Status of Application 

1. The Examiner acknowledges receipt of the amendments filed on 1 1/24/2008 wherein 

claims 1 and 2 have been amended and claims 3-39 have been cancelled. 

2. Claims 1 and 2 are presented for examination on the merits. The following rejections are 
made. 

Response to Applicants' Arguments 

3. Applicants arguments filed 1 1/24/2008 regarding the objection of claims 17 made by the 
Examiner have been fully considered and they are found persuasive. This objection is withdrawn 
by cancellation of the claim. 

4. Applicants arguments filed 1 1/24/2008 regarding the rejection of claims 1-5 and 7-16 
made by the Examiner under 35 USC 1 12, second paragraph have been fully considered and they 
are found persuasive. This rejection has been overcome by amendment to the claims. Note, 
claims 3-5 and 7-16 have been cancelled. 

5. Applicants arguments filed 1 1/24/2008 regarding the rejection of claims 2-4 and 8-16 
made by the Examiner under 35 USC 1 12, first paragraph (enablement) have been fully 
considered and they are found persuasive. This rejection has been overcome by amendment to 
the claims. Note, claims 3, 4 and 8-16 have been cancelled. 

6. Applicants arguments filed 1 1/24/2008 regarding the rejection of claims 3-6 and 7-16 
made by the Examiner under 35 USC 103(a) over Nishimura et al. (US 6410576) in view of 
Tsuchiya et al. (EP 1249450), limura et al. (AJH, 1995), Ishihara et al. (WO 01/12226) and 
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Nishimura et al. (WO 01/32621) have been fully considered and they are found persuasive. This 
rejection has been overcome by cancellation of the claims. 

7. Applicants arguments filed 1 1/24/2008 regarding the rejection of claims 1 and 2 made by 
the Examiner under 35 USC 103(a) over Nishimura et al. (US 6410576) in view of Tsuchiya et 
al. (EP 1249450), limura et al. (AJH, 1995), Ishihara et al. (WO 01/12226) and Nishimura et al. 
(WO 01/32621) have been fully considered but they are not found persuasive. 

8. The rejection of claims 1 and 2 made by the examiner under 35 USC 103(a) is 
MAINTAINED for the reasons of record in the office action mailed on 05/23/2008. 

9. In regards to the 103(a) rejection. Applicant asserts the following: 

A) The Examiner used improper hindsight because the references do not teach a relationship 
between chymase and glucose metabolism. Applicant indicates the Examiner does not teach that 
chymase is involved in glucose metabohsm. Additionally, Applicant indicates that there are 
many drugs which are used to treat symptoms of disease rather than the underlying cause. 

10. In response to A, it's mclear how the Examiner used hindsight in the applied rejection. 
The primary reference to Nishmura indicates that chimase inhibition is useful for treating 
diabetes complications. As complications of diabetes include impaired glucose tolerance, it 
would readily occur to a person of ordinary skill that by treating diabetes with or without a 
chimase inhibitor would necessarily treat the patients ability to tolerate blood glucose. Treating 
the disease (diabetes) would necessarily treat the symptom (glucose intolerance). Therefore, any 
person of ordinary skill would have sufficiently motivated to look to the art for chimase 
inhibitors such as the instantly claimed compound and use it in a method for the treatment of 
diabetes. If the result was that it improved the condition by improving the subjects ability to 
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tolerate glucose, then that would have been a product of ordinary skill and common sense, not a 
product of improper hindsight. Applicant also argues that drugs often treat symptoms of disease, 
not the underlying cause. This argument is not found persuasive. As discussed above, diabetes is 
a disease which is characterized by multiple symptoms, one being glucose intolerance. Thus, by 
treating diabetes with a drug, that very treatment would necessarily treat the symptoms of said 
condition including glucose intolerance. 

Maintained Rejections, of Record 
Claim Rejections - 35 USC § 103 

11. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences bctw ecu the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole w oiilcl h;i\ e been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

12. This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

13. Claims 1-6 and 7-16 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Nishimura et al. (US Patent 6,410,576) in view of all Tsuchiya et al. (European Patent 
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Application EP 1 249 450), limura et al. ("Effects of Angiotensin Receptor Antagonist and 
Angiotensin Converting Enzyme Inliibitor on Insulin Sensitivity in Fructose-Fed 
Hypertensive Rats and Essential Hypertensives," 1995, AJH, Volume 8, Pages 353-357 and 
cited by Applicant), Ishihara et al. (WIPO Document WOOl/12226 and cited by Applicant) 
and Nishimura et al. (WIPO Document WO 01/32621 and cited by Applicant, hereinafter 
Nishimural). 

14. Nishimura et al. teach that compounds that exhibit chymase inhibitory activity are 
expected to be effective at treating diabetes complications (columns 9, line 62 to column 10, line 

17). Chymase inhibitor compounds are expected to be useful as drugs, particularly to be effective 
in treating various diseases originating from chymase such as diabetes complications (column 
52, lines 17-22). 

15. Nishimura et al. does not teach the specific diabetes complications or the underlying 
mechanism creating the complications. In addition, Nishimura et al. does not identify 4-(l-((4- 
methylbenzo[b]thiophen-3-yl)methyl)benzimidazol-2ylthio)butanoic acid as a chjonase inhibitor. 

16. Tsuchiya et al. teach benzimidizole derivatives as an inhibiting agent against human 
chymase activity is clinically applicable as a treating agent for various diseases associated with 
human chymase (page 2, paragraphs 1 and 7 and page 67, paragraph 238). Tsuchiya et al. teach 
that the benzimidizole derivatives have an extremely high chymase inhibitor activity and that one 
such disclosed derivative is 4-(l-((4 methylbenzo[b]thiophen-3-yl)methyl)benzimidazol- 
2ylthio)butanoic acid (page 2, paragraph 5 and Page 8, compound 56 and Example 15, page 64). 

17. limura et al. teach an ACE inhibitor improves insulin-resistant glucose uptake (insulin 
sensitivity) in the insulin-resistant hypertensive rat model and essential hypertensives (Abstract). 
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18. Ishihara et al. teach that compounds having a chymase inhibitory effect are expected to 
be a treatment of diseases such as diabetic retinopathy (Abstract). 

19. Nishimural teaches chymase compounds that exhibit excellent inhibitory activity are 
useful as therapeutic drugs to treat complications of diabetes and obesity (Abstract). 

20. It would have been obvious to one of ordinary skill in the art at the time of the invention, 
that if chymase inhibitors in general were effective at treating complications of diabetes as 
disclosed by Nishimura et al. and one had a compound such as 4-(l-((4-methylbenzo[b]thiophen- 
3-yl)methyl)benzimidazol-2ylthio)butanoic acid which is taught by Tsuchiya et al. as having 
extremely high chymase inhibitor activity, the compound taught by Tsuchiya et al. would also 
treat diabetes comphcations such as glucose intolerance. 

21 . It would have been obvious to one of ordinary skill in the art at the time of the invention, 
that in treating the complications associated with diabetes, one would also inherently treat the 
underlying cause of diabetes which would be the insulin resistance and associated glucose 
intolerance. See MPEP 2112.01 II, "Products of identical chemical composition can not have 
mutually exclusive properties." A chemical composition and its properties are inseparable. 
Therefore, if the prior art teaches the identical chemical structure, the properties applicant 
discloses and/or claims are necessarily present. In re Spada, 91 1 F.2d 705, 709, 15 USPQ2d 
1655, 1658 (Fed. Cir. 1990), and, as such, it would be expected that a compound that treated 
diabetes complications would have to treat the underlying cause of diabetes, like glucose 
intolerance. Therefore, absent evidence to the contrary from Applicant, the method taught by 
Nishimura et al. in view of Tsuchiya et al. and that disclosed by Applicant will possess the same 
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effect since identical products cannot have mutually exclusive properties. Therefore, Nishimura 
et al. in view of Tsuchiya et al, renders instant claims 1 and 2 obvious. 

22. Therefore, the teachings of Nishimura et al., in view of all Tsuchiya et al., limura et al., 
Ishihara et al. and Nishimural would render the instant invention obvious. 

Conclusion 

23. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

24. A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 

CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

25. Any inquiry conceming this communication or earlier communications fi-om the 
examiner should be directed to Kyle A. Purdy whose telephone number is 571-270-3504. The 
examiner can normally be reached from 9AM to 5PM. 

26. If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sharmila Landau, can be reached on 571-272-0614. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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27. Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 

system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

/Kyle Purdy/ 
Examiner, Art Unit 1611 
February 19, 2009 



/David J Blanchard/ 

Primary Examiner, Art Unit 1643 



